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PROGRAM 

1992 FASEB Summer Research Conference 
Saxton's River, Vermont 
August 2-7,1992 


Folic Acid, Vitamin B ^ and One Carbon Metabolism 

Rowena G. Matthews, Ph. D., Chair 
Robert H. Allen, M. D., Co-Chair 


Monday, August 3. (9:00 a.m to noon) 

Session 1: "Biosynthesis of folic acid and cobalamin derivatives" 

Discussion Leader. John Roth, Department of Biology, University of Utah 

Speakers : 

9:00 Christopher Walsh, Department of Biological Chemistry & Molecular Pharmacology, 
Harvard Medical School, Boston, MA., "Studies on the conversion of chorismate to. 
p-aminobenzoate." 

9:40 Brian Nichols, Department of Biological Science, University of Illinois, Chicago, IL., 

"Cloning and characterization of aminodeoxychorismate lyase." 

[20 min Coffee break: 10:20 am] 

10:40 John Roth, Department of Biology, University of Utah, "Cobalamin biosynthesis in 
Salmonella typhimurium." 

11:20 Adelbert Bacher, Department of Organic Chemistry & Biochemiscy, Technical 

University of Munich, GERMANY, "Enzymes required for pterichne biosynthesis." 

Monday August 3 (7:30 p.m. to 10:30 p.m.) 

Session 2: "Binding and transport of cobalamin, folate and antifolate derivatives" 

Discussion Leader: Conrad Wagner, VA Medical Center and Vanderbilt University, Nashville, TN. 

Speakers: _ 

7:30 Bellur Seetheram, Medical College of Wisconsin, Wilwaukee, WI., "Transcellular 
Transport of Cobalamin." 

8:10 BartKamen, Departments of Pediatrics and Pharmacology, University of Texas 

Southwestern Medical Center, Dallas, TX., "A Novel Endocytic Pathway for Receptor 
Coupled Transmembrane Transport and Accumulation of Folate." 

[10 min break] 
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Session 2. (continued) 

9:00 Frank M. Huennekens, Scripps Clinic and Research Foundation, La Jolla, CA., 

"Synthesis of Biotin Derivatives of Methotrexate and Folate and Their Utilization for 
Affinity Purification of Two Membrane-Associated Folate Transporter Proteins from 
L1210 Cells." 

9:40 Donald W. Home, Vanderbilt University and VA Medical Center, Nashville, TN., 

"Transport of 5-Methyltetrahydrofolate and Methotrexate in Basolateral Membrane Vesicles 
from Liver." 


Tuesday, August 4. (9:00 a.m to noon) 

Session 3: "Structural and functional studies on cobalamin and folate-dependent enzymes" 

Discussion Leader. Rowena Matthews, Department of Biological Chemistry, University of 

Michigan-Medical School, Ann Arbor, MI. 

Speakers: 

9:00 Arian Marlewski, Department of Chemistry, Pennsylvania State University, University 
Park, PA., "Two Glycinamide Ribonucleotide Transformylases." 

9:40 Fred Ledley, Cell Biology/Pediatrics, Baylor College of Medicine, Houston, TX., 
"Methylmalonyl CoA mutase deficiency in man: molecular characterization and 
foundations for somatic gene therapy." 

[20 min coffee break, 10:20 am] 

10:40 Peter Leadlay, Department of Biochemistry, University of Cambridge, ENGLAND, 

"The structure, mechanism and metabolic role(s) of bacterial adenosylcobalanin- 
dependent methylmalonyl-CoA mutase." 

11:20 Rowena Matthews, Department of Biological Chemistry, University of Michigan Medical 

School, Ann Arbor, ML, "Studies on cobalamin-dependent and cobalamin-independent 
methionine synthase enzymes." 


Tuesday, August 4. 7:30 p.m. to 10:30 p.m. 

Session 4: "Clinical Aspects of B J2 and Folate Deficiency" 

Discussion Leader: John Lindenbaum, Department of Medicine, Columbia University, College of 
Physicians and Surgeons, New York, New York 

Speakers: 

7:30 Ralph Carmel, Department of Medicine and Pathology, University of Southern California 
School of Medicine, Los Angeles, CA., "Food Cobalamin Absorption and 
Malabsorption." 

8:10 Robert H. Allen, Departments of Medicine, Biochemistry, Biophysics and Genetics, 

University of Colorado, Denver, CO., "Metabolic Abnormalities in Cobalamin and 
Folate Deficiency." 


Source: https://www.industrydocuments,ucsf.edu/docs/xhnvOOOO 
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Session 4: continued 


[10 min break at 8:50 pm] 

9:00 John Lindenbaum, Department of Medicine, College of Physicians and Surgeons, 

Columbia University, New York, N.Y., "Clinical Syndromes of Cobalamin and Folate 
Deficiency." ' 

9:40 Karsten Rasmussen, University Department of Clinical Chemistry, Aariius 

Kommunehospital, Aariius, Denmark, "Serum Concentrations of Methylmalonic Acid 
and Total Homocysteine." 


Wednesday, August 5. (9:00 a.m. to noon) 

Session 5: "Dihydrofolate Reductase and Thymidylate Synthase" 

Discussion Leader: Daniel V. Santi, Departments of Biochemistry & Biophysics and 

Pharmaceutical Chemistry, University of California, San Francisco, CA. 

Speakers: 

9:00 David A. Matthews, Agouion Pharmaceuticals, Inc., La Jolla CA. 92037, "Structural 
Studies on dihydrofolate reductase and thymidylate synthase." 

9:35 Christian Oefner, Hoffmann-La Roche, Basel, SWITZERLAND, "Crystal structures of 

P. carinii dihyrofolate reductase complexed with folate and methotrexate in the presence 
of the cofactor NADPH." 

10:10 Frank Maley, Wadsworth Center for Laboratories and Research, New York State 

Department of Health, Empire State Plaza, Albany, NY, "The Affect of Mutagenic 
Changes in the Substrate Binding Sites of T4-Phage Thymidylate Synthase on the 
Properties of This Enzyme." 

[15 min coffee break, 10:45 am] 

11:00 Daniel V. Santi, Departments of Biochemistry & Biophysics and Pharmaceutical 

Chemistry, University of California, San Francisco, CA., "Structure Function Studies 
of Thymidylate Synthase." 

11:35 Joseph Bertino, Sloan-Kettering Cancer Center, New York, NY., "Structural bases of 

methotrexate resistant dihydrofolate reductases." 


Source: https://www.industrydpcuments.ucsf.edu/docs/xhnvOOOO 
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Wednesday, August 5. (7:30 p.m. to 10:30 p.m.) 

Session 6: "Compartmentation of Folate Metabolism: A Symposium in honor of Robert Stokstad" 

Discussion Leader: Barry Shane, Department of Nutritional Sciences, University of California, 

Berkeley, CA. 

Speakers: _. 

7:30 Robert Stokstad, Department of Nutritional Sciences, University of California, College 

of Natural Resources, Berkeley, CA., "Regulation of folate and B 12 metabolism by 
methionine, cobalamin and thyroid status." 

8:10 Barry Shane, Department of Nutritional Sciences, University of California, Berkeley, 

CA., "Compartmentation of folate metabolism." 

[10 min break, 8:50 pm] 

9:00 Dean Appling, Department of Chemistry, University of Texas at Austin, Austin, TX 
78712, "Mitochondrial folate metabolism." 

9:40 Robert MacKenzie, Department of Biochemistry, McGill University, Quebec, Canada, 
"Regulation of expression ofNADP and NAD-dependent methylenetetrahydrofolate 
dehydrogenases in mammalian cells.” 


Thursday, August 6 . (9:00 to noon) 

Session 7: "The Biology of Homocysteine" 

Discussion Leaden Robert Allen, University of Colorado Health Science Center, Denver, CO. 
Speakers: 

9:00 Michael S. Hershfield, Duke University Medical Center, Durham, N.C.i 
"S-Adenosylhomocysteine Hydrolase/’ 

9:40 Jan Kraus, University of Colorado Health Sciences Center, Denver, CO., "Cystathionine 
(3-Synthase." 

[20 min coffee break, 10:20 am] 

10:40 Per Ueland and Helga Refsum, University of Bergen, Bergen, Norway, "News and 
Views on Determination of Homocysteine in Human Plasma." 

11:20 Ian Graham, Trinity College, Dublin, IRELAND, "Homocysteine and Vascular 
Disease." 


Source: https://www.industrydocuments.ucsf.edu/docs/xhov0000 
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Thursday, August 6. (7:30 p.m. to 10:30 p.m.) 

Session 8: "Adenosylmethionine, One Carbon and Polyaxnine Metabolism" 

Discussion Leaden James Coward, College of Pharmacy, University of Michigan, Ann Arbor, ML 

Speakers: 

7:30 James Coward, College of Pharmacy, University of Michigan, Ann Arbor, ML, "The 

Use of Specific Enzyme Inhibitors and Metabolically Stable Substrate Analogs to Study 
the Role of Polyamines in Cell Growth." 

8:10 Perry Frey, Institute of Enzyme Research, University of Wisconsin, Madison, WL, 

"The Role of S-Adenosylmethionine, Pyridoxal Phosphate, Cobalt, and FeS clusters in 
the Lysine 2,3-Aminomutase Reaction." 

[10 min break, 8:50 pm] 

9:00 George D. Markham, Institute for Cancer Research, Philadelphia, PA., "Regulation of 
S-Adenosylmethionine Synthesis in Escherichia ColL" 

9:40 Elaine Newman, Department of Biology, Concordia University, Montreal Quebec, 
CANADA, "Regulation of One Carbon Metabolism in Escherichia coli." 


Friday, August 7. (8:30 a.m. to 11:30 a.m.) 

Session 9: "Emerging Chemotherapeutic Targets" 

Discussion Leaders: Peter Beardsley, Pediatrics & Pharmacology, Yale University School of 

Medicine, New Haven, CT., and Robert Ferone, Molecular Genetics & Microbiology, Burroughs 

Wellcome Company, Research Triangle Park, N.C. 

Speakers: 

8:30 Robert Ferone, Molecular Genetics & Microbiology, Burroughs Wellcome Company, 
Research Triangle Park, N.C., "Preclinical Studies of Antifolate Thymidylate Synthase 
Inhibitor BW1843U9." 

9:10 Indeijit K. Dev, Molecular Genetics & Microbiology, Burroughs Wellcome Company, 
Research Triangle Park, N.C., "Inhibition of Folate Biosynthesis in Microorganisms." 

[20 min coffee break, 9:40 am] 

10:00 Peter Beardsley, Pediatrics & Pharmacology, Yale University School of Medicine, New 
Haven, CT., "TTie Transformylases of De Novo Purine Synthesis as Targets for 
Antifolates." 

10:40 Ann Jackman, Drug Development Section, Institute of Cancer Research, Sutton, Surrey, 
UK, "Folate-Based Inhibitors of Thymidylate Synthase." 


Source: https://www.industrydocuments.ucsf.edu/clocs/xhnv0000! r 



